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DETAILED ACTION 

Response to Arguments 

1 . Applicants' arguments, filed 8/12/2008, have been fully considered but they are 
not deemed to be persuasive. Rejections and/or objections not reiterated from previous 
office actions are hereby withdrawn. The following rejections and/or objections are 
either reiterated or newly applied. They constitute the complete set presently being 
applied to the instant application. 

2. Applicant's arguments, see p. 8, filed 8/12/2008, with respect to the rejection 
under 35 USC 112, 1 st paragraph have been fully considered and are persuasive. The 
rejection of claim 14 has been withdrawn. 

The rejection is overcome by the specification amendment removing the 
reference to prevention. 

3. Applicant's arguments with respect to the rejection under 35 USC 103 have been 
fully considered but they are not persuasive: 

Claims 1, 3-5 and 7-14 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Pendyala, et al. ("Intravenous Ifofamide/Mesna Is Associated with 
Depletion of Plasma Thiols without Depletion of Leukocyte Glutathione"; 2000; Clinical 
Cancer Research; 6(4): 1314-1321); and Cohen ("Methyl group deficiency and 
guanidine production in Uremia; 2003 Feb; Molecular and Cellular Biochemistry; 244(1- 
2): 31-36; cited in previous Office Action); in view of Wilcox (WO 01/30352 A1 ; 2001 ; 
IDS 8/3/2006 reference). 

The rejection is maintained for the reasons of record and the reasons that follow. 
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Applicant argues that Applicants were able to show for the first time that Mesna 
is removed from its bound form to plasma albumin (after releasing Hey) in the plasma 
and is eliminated by dialysis. The result of Mesna removal from the blood stream into 
the dialysate, demonstrated in Figure 13, is acknowledged. However, applicant's 
discussion of two other references to establish that this is surprising and unexpected is 
not effective. The articles that are discussed (Friedman et al. and Ventura et al.) are not 
present in the record, and are therefore not effective to establish the position that this 
result would have been unexpected based on the knowledge in the art at the time of the 
invention. Applicant is invited to present copies of these articles to establish evidence 
that removal of Mesna by dialysis would not have been expected. Until provided, the 
position is maintained that reduction of levels of Mesna or its metabolites would have 
been expected by dialysis, and therefore the result of Mesna removal is not considered 
an unexpected result. 

Applicant argues that the Examiner's arguments are based on the assumption 
that dialysis is a surrogate for the functional kidney, but this is not the case in the art, 
pointing to a number of physiological processes, such as enzymes housed within the 
kidney that mediate metabolism of drugs and endogenous molecules including 
homocysteine, giving the example of phosphorus levels that remain elevated in ESRD 
despite dialysis. Although applicant's point is taken that a properly operating kidney has 
other functions that would not be present in dialysis; nonetheless, this argument is not 
persuasive to negate that the method of the claims would have been obvious at the time 
of the invention for ESDR patients that do not have properly operating kidneys. 
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Applicant further argues that Pendyala merely provides evidence that Mesna can 
reduce cystine and homocystine to cysteine and homocysteine; noting that homocystine 
itself is a dialyzable molecule and its reduction to homocysteine would not be expected 
to have any effect on dialytic excretion. This is not persuasive; as Pendyala teaches 
Mesna reduces the disulfides to sulfhydryls, which are readily cleared. Coupling this 
teaching with dialysis in an ESRD patient, would lead to similar expected behavior when 
Mesna is administered to an ESRD patient during dialysis; since the increase in 
homocysteine levels are serious risk factors for cardiovascular related diseases 
according to Cohen, it provides motivation to apply this method with dialysis to reduce 
homocysteine levels. 

Applicant further argues that a person of skill in the art would not have a 
reasonable expectation that Mesna could successfully liberate Hey and itself be 
liberated; the results reported in Friedman and Ventura teach away from using this 
approach. Since Friedman and Ventura articles referenced are not present in the 
application file, the comments related to these articles are not persuasive. The reasons 
for expectation of the reduction in homocysteine levels have been established on the 
record; the expectation for liberation of mesna is not a component of the claims. 

Applicant further argues that hyperhomcysteinia was known in ESRD patients 
since before 1980 and has been a hot topic in the area of research and medicine since 
the mid 1990's; that Pendyala's publication in 2000 teaches Mesna's ability to reduce 
thiols; if it were obvious to combine Mesna with dialysis for treatment of ESRD, then it 
would have been obvious well before submission of the instant application in 2003. 
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This argument is not persuasive as an argument for long felt need. The Pendyala 
publication from 2000 until the filing of the instant application in 2003 is 3 years. This is 
not considered a sufficient length of time to establish a "long" felt need. 

Conclusion 

4. No claim is allowed. 

5. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to TIMOTHY P. THOMAS whose telephone number is 
(571)272-8994. The examiner can normally be reached on Monday-Thursday 6:30 a.m. 
- 5:00 p.m.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on (571) 272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 



Application/Control Number: 10/596,479 Page 6 

Art Unit: 1614 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Timothy P Thomas/ 
Examiner, Art Unit 1614 

/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 



